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MACROCYCLIC SERINE PROTEASE 
INHIBITORS 

CROSS REFERENCE TO RELATED 
APPLICATIONS 

This application claims the bene?t of the priority of US. 
Provisional Application Nos. 61/026,086, ?led Feb. 4, 2008, 
and 61/083,867, ?led Jul. 25, 2008, the disclosure of each of 
Which is incorporated herein by reference in its entirety. 

FIELD 

Provided herein are macrocyclic serine protease inhibitor 
compounds, pharmaceutical compositions comprising the 
compounds, and processes of preparation thereof. Also pro 
vided are methods of their use for the treatment of an HCV 
infection in a host in need thereof. 

BACKGROUND 

Hepatitis C virus (HCV) is knoWn to cause at least 80% of 
posttransfusion hepatitis and a substantial proportion of spo 
radic acute hepatitis (Houghton et al., Science 1989, 244, 
362-364; Thomas, Curr Top. Microbiol. Immunol. 2000, 
25-41). Preliminary evidence also implicates HCV in many 
cases of “idiopathic” chronic hepatitis, “cryptogenic” cirrho 
sis, and probably hepatocellular carcinoma unrelated to other 
hepatitis viruses, such as hepatitis B virus (Di Besceglie et al., 
Scienti?c American, 1999, October, 80-85; Boyer et al., J. 
Hepazol. 2000, 32, 98-112). 
HCV is an enveloped virus containing a positive-sense 

single-stranded RNA genome of approximately 9.4 kb (Kato 
et al., Proc. Natl. Acad. Sci. USA 1990, 87, 9524-9528; Kato, 
Acla Medica Okayama, 2001, 55, 133-159). The viral 
genome consists of a 5' untranslated region (UTR), a long 
open reading frame encoding a polyprotein precursor of 
approximately 3011 amino acids, and a short 3' UTR. The 5' 
UTR is the most highly conserved part of the HCV genome 
and is important for the initiation and control of polyprotein 
translation. Translation of the HCV genome is initiated by a 
cap-independent mechanism knoWn as an internal ribosome 
entry. This mechanism involves the binding of ribosomes to 
an RNA sequence knoWn as the internal ribosome entry site 
(IRES). An RNA pseudoknot structure has recently been 
determined to be an essential structural element of the HCV 
IRES. Viral structural proteins include a nucleocapsid core 
protein (C) and tWo envelope glycoproteins, E1 and E2. HCV 
also encodes tWo proteinases, a Zinc-dependent metallopro 
teinase encoded by the NS2-NS3 region and a serine protein 
ase encoded in the NS3 region. These proteinases are required 
for cleavage of speci?c regions of the precursor polyprotein 
into mature peptides. The carboxyl half of nonstructural pro 
tein 5, NS5B, contains the RNA-dependent RNA polymerase. 
The function of the remaining nonstructural proteins, NS4A 
and NS4B, and that of NS5A (the amino-terminal half of 
nonstructural protein 5) remain unknown. 

Presently, the most effective HCV therapy employs a com 
bination of alpha-interferon and ribavirin, leading to sus 
tained ef?cacy in about 40% of patients (Poynard et al., Lan 
cel 1998, 352, 1426-1432). Recent clinical results 
demonstrate that pegylated alpha-interferon is superior to 
unmodi?ed alpha-interferon as monotherapy. HoWever, even 
With experimental therapeutic regimens involving combina 
tions of pegylated alpha-interferon and ribavirin, a substantial 
fraction of patients do not have a sustained reduction in viral 
load (Manns et al, Lancet 2001, 358, 958-965; Fried et al., N. 
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Engl. J. Med. 2002, 347, 975-982; HadZiyannis et al., Ann. 
Intern. Med. 2004, 140, 346-355). Thus, there is a clear and 
unmet need to develop effective therapeutics for treatment of 
HCV infection. 

SUMMARY OF THE DISCLOSURE 

Provided herein are macrocyclic serine protease inhibitor 
compounds, pharmaceutical compositions comprising the 
compounds, and processes of preparation thereof. Also pro 
vided are methods of their use for the treatment of an HCV 

infection in a host in need thereof. 
In one embodiment, provided herein is a compound of 

Formula I: 

(I) 

or a single enantiomer, a racemic mixture, or a mixture of 
diastereomers thereof; or a pharrnaceutically acceptable salt, 
solvate, or prodrug thereof; 
Wherein: 

each R8 is independently hydrogen, C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, heterocyclyl, C1_6 all<yl-C3_7 cycloalkylene, 

each R8“, R86, and Rsd is independently hydrogen, C1_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, 
C6_l4 aryl, heteroaryl, heterocyclyl, or C6_ 14 aryl-Cl_6 
alkylene; and 

each Rsb is independently hydrogen, Cl_6 alkyl, C2_6 
alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, heterocyclyl, iS(O)kR1 1, iS(O)kNR1lRl2, 
iC(O)Rll, %(O)ORU, iC(O)NRllRl2, or 
iC(:NR13)NR1lRl2; Wherein each R11, R12, and 
R13 is independently hydrogen, C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl; or R1 1 and R12 together With 
the N atom to Which they are attached form heterocy 
clyl; or 

R8“ and R81’ together With the N atom to Which they are 
attached form heterocyclyl; and 

each Rg is independently hydrogen, C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl; or 

R8 and R9 together With the N atom to Which they are 
attached form hheterocyclyl; 

R6 is hydrogen, C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 
L is a bond, C1_6 alkylene, C3_7 cycloalkylene, C2_6 alk 

enylene, C2_6 alkynylene, X, or i(CR6“R6b)PXi; Wherein p 



US 8,003,659 B2 
3 

is an integer of l, 2, or 3; R6“ and R61’ are each independently 
hydrogen, halo, cyano, hydroxyl, or alkoxy; and X is 40*, 
iC(O)i, 4C(O)Oi, iOC(O)Oi, 4C(O)NRl4i, 
iC(:OiNRl4)NRl5i, iNRMi, iNRl4C(O)NRl5i, 
iNRl4C(:NRl5)NRl6i, iNRl4S(O)kNRl5i, 
iS(O)ki, iS(O)kNRl4i, iP(O)(ORl4)i, or 4OP(O) 
(ORl4)i, Where each R14, R15, and R16 is independently 
hydrogen, C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 

Q1 is iOi, iN(Rl7)i, 4C(Rl8R19)i, or 4CRI7 
(NRl8R19)i; Wherein: 

each R17 and R18 is independently hydrogen, C1_6 alkyl, 
C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, 
heteroaryl, or heterocyclyl; and 

each R19 is independently iRzo, iC(O)R2O, 4C(O) 
OR2O, iC(O)NR2lR22, 4C(:NRZO)NR2IR22, or 
iS(O)kR2O; Where each R20, R21, and R22 is indepen 
dently hydrogen, C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, 
C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 
or R21 and R22 together With the N atom to Which they 
are attached form heterocyclyl; or 

R1 8 and R19 together With the C orN atom to Which they are 
attached form C3_7 cycloalkyl or heterocyclyl; 

Q2 is C3_9 alkylene, C3_9 alkenylene, or C3_9 alkynylene, 
each optionally containing one to three heteroatoms in the 
chain, independently selected from O, N, and S; and 

each k is independently an integer of l or 2; 
Wherein each alkyl, alkylene, alkenyl, alkenylene, alkynyl, 

alkynylene, aryl, cycloalkyl, cycloalkylene, heterocyclyl, and 
heteroaryl is optionally substituted With one or more groups, 
each independently selected from cyano, halo, or nitro; Cl_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C(_l4 aryl, 
heteroaryl, or heterocyclyl, each optionally substituted With 
one or more, in one embodiment, one, tWo, three, or four, 
substituents Q; or iC(O)R“, 4C(O)OR“, iC(O)NRbRC, 
iC(NR“)NRbRc, iOR“, iOC(O)R“, 4OC(O)OR“, 
iOC(O)NRbRC, iOC(:NR“)NRbR”, ws(o)R“, ws 
(O)2R“, ws(o)NRbRi iOS(O)2NRbRC, iNRbRC, 
iNR“C(O)Rb, iNR“C(O)ORb, iNR“C(O)NRbRc, 
iNR“C(:NRd)NRbRc, iNR“S(O)Rb, iNR“S(O)2Rb, 
iNR“S(O)NRbRC, iNR“S(O)2NRbRc, iSR“, iS(O)R“, 
or iS(O)2R“; Wherein each R“, Rb, RC, and Rd is indepen 
dently hydrogen; C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more, in one embodiment, 
one, tWo, three, or four, substituents Q; or Rb and RC together 
With the N atom to Which they are attached form heterocyclyl, 
optionally substituted With one or more, in one embodiment, 
one, tWo, three, or four, substituents Q; 

Wherein each Q is independently selected from the group 
consisting of cyano, halo, or nitro; C1_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or het 
erocyclyl; or %(o)Re, ic(o)oRe, %(O)NR/<Rg, 
iC(NRe)NRfRg, iORe, 4OC(O)R‘Z, iOC(O)ORe, 40C 
(o)NRfRg, iOC(:NRe)NR/<Rg, ios(o)Re, ios(o)2Re, 
iOS(O)NRfRg, 4OS(O)2NRfRg, iNRfRg, iNReC(O)Rf, 
iNReC(O)ORf, iNReC(O)NRfRg, iNRec(:NRh)NRf 
Rg, iNReS(O)Rf, iNReS(O)2Rf, iNReS(O)NR/<Rg, 
iNReS(O)2NRfRg, iSRe, iS(O)Re, or iS(O)2Re; 
Wherein each Re, Rf, Rg, and Rh is independently hydrogen; 
Cl_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
aryl, heteroaryl, or heterocyclyl; or Rf and Rg together With 
the N atom to Which they are attached form heterocyclyl. 

Also provided herein are pharmaceutical compositions 
comprising a compound disclosed herein, e.g., a compound 
of Formula I, including a single enantiomer, a racemic mix 
ture, or a mixture of diastereomers thereof; or a pharmaceu 
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tically acceptable salt, solvate, or prodrug thereof; in combi 
nation With one or more pharmaceutically acceptable 
excipients or carriers. 

Further provided herein is a method for treating or prevent 
ing an HCV infection, Which comprises administering to a 
subject a therapeutically effective amount of a compound 
disclosed herein, e.g., a compound of Formula I, including a 
single enantiomer, a racemic mixture, or a mixture of diaste 
reomers thereof; or a pharmaceutically acceptable salt, sol 
vate, or prodrug thereof. 

Additionally provided herein is a method for treating, pre 
venting, or ameliorating one or more symptoms of a liver 
disease or disorder associated With an HCV infection, com 
prising administering to a subject a therapeutically effective 
amount of a compound disclosed herein, e.g., a compound of 
Formula I, including a single enantiomer, a racemic mixture, 
or a mixture of diastereomers thereof; or a pharmaceutically 
acceptable salt, solvate, or prodrug thereof. 

Provided herein is a method for inhibiting replication of a 
virus in a host, Which comprises administering to the host a 
therapeutically effective amount of a compound disclosed 
herein, e.g., a compound of Formula I, including a single 
enantiomer, a racemic mixture, or a mixture of diastereomers 
thereof; or a pharmaceutically acceptable salt, solvate, or 
prodrug thereof. 

Provided herein is a method for inhibiting the activity of a 
serine protease, Which comprises contacting the serine pro 
tease With a compound disclosed herein, e.g., a compound of 
Formula I, including a single enantiomer, a racemic mixture, 
or a mixture of diastereomers thereof; or a pharmaceutically 
acceptable salt, solvate, or prodrug thereof. 

DETAILED DESCRIPTION 

To facilitate understanding of the disclosure set forth 
herein, a number of terms are de?ned beloW. 

Generally, the nomenclature used herein and the laboratory 
procedures in organic chemistry, medicinal chemistry, and 
pharmacology described herein are those Well knoWn and 
commonly employed in the art. Unless de?ned otherwise, all 
technical and scienti?c terms used herein generally have the 
same meaning as commonly understood by one of ordinary 
skill in the art to Which this disclosure belongs. In the event 
that there is a plurality of de?nitions for a term used herein, 
those in this section prevail unless stated otherWise. 
The term “subject” refers to an animal, including, but not 

limited to, a primate (e.g., human), coW, sheep, goat, horse, 
dog, cat, rabbit, rat, or mouse. The terms “subject” and 
“patient” are used interchangeably herein in reference, for 
example, to a mammalian subject, such as a human subject. 
The term “host” refers to a unicellular or multicellular 

organism in Which a virus can replicate, including, but not 
limited to, a cell, cell line, and animal, such as human. 
The terms “treat,” “treating,” and “treatment” are meant to 

include alleviating or abrogating a disorder, disease, or con 
dition, or one or more of the symptoms associated With the 
disorder, disease, or condition; or alleviating or eradicating 
the cause(s) of the disorder, disease, or condition itself. 

The terms “prevent,” “preventing,” and “prevention” are 
meant to include a method of delaying and/or precluding the 
onset of a disorder, disease, or condition, and/or its attendant 
symptom(s); barring a subject from acquiring a disease; or 
reducing a subject’s risk of acquiring a disorder, disease, or 
condition. 
The term “therapeutically effective amount” is meant to 

include the amount of a compound that, When administered, 
is su?icient to prevent development of, or alleviate to some 
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extent, one or more of the symptoms of the disorder, disease, 
or condition being treated. The term “therapeutically effec 
tive amount” also refers to the amount of a compound that is 
suf?cient to elicit the biological or medical response of a cell, 
tissue, system, animal, or human, Which is being sought by a 
researcher, veterinarian, medical doctor, or clinician. 

The term “ICSO” refers an amount, concentration, or dos 
age of a compound that is required for 50% inhibition of a 
maximal response in an assay that measures such response. 

The term “pharmaceutically acceptable carrier,” “pharma 
ceutically acceptable excipient,” “physiologically acceptable 
carrier,” or “physiologically acceptable excipient” refers to a 
pharmaceutically-acceptable material, composition, or 
vehicle, such as a liquid or solid ?ller, diluent, excipient, 
solvent, or encapsulating material. In one embodiment, each 
component is “pharmaceutically acceptable” in the sense of 
being compatible With the other ingredients of a pharmaceu 
tical formulation, and suitable for use in contact With cells, 
tissues, or organs of humans and animals Without excessive 
toxicity, irritation, allergic response, immunogenicity, or 
other problems or complications, commensurate With a rea 
sonable bene?t/risk ratio. See, Remington: The Science and 
Practice of Pharmacy, 21st Edition, Lippincott Williams & 
Wilkins: Philadelphia, Pa., 2005; Handbook of Pharmaceu 
tical Excipients, 5th Edition, RoWe et al., Eds., The Pharma 
ceutical Press and the American Pharmaceutical Association: 
2005; and Handbook of Pharmaceutical Additives, 3rd Edi 
tion, Ash and Ash Eds., GoWer Publishing Company: 2007; 
Pharmaceutical Preformulation and Formulation, Gibson 
Ed., CRC Press LLC: Boca Raton, Fla., 2004. 

The term “about” or “approximately” means an acceptable 
error for a particular value as determined by one of ordinary 
skill in the art, Which depends in part on hoW the value is 
measured or determined. In certain embodiments, the term 
“about” or “approximately” means Within 1, 2, 3, or 4 stan 
dard deviations. In certain embodiments, the term “about” or 
“approximately” means Within 50%, 20%, 15%, 10%, 9%, 
8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0.5%, or 0.05% ofa given 
value or range. 

The terms “active ingredient” and “active substance” refer 
to a compound, Which is administered, alone or in combina 
tion With one or more pharmaceutically acceptable excipi 
ents, to a subject for treating, preventing, or ameliorating one 
or more symptoms of a condition, disorder, or disease. As 
used herein, “active ingredient” and “active substance” may 
be an optically active isomer of a compound described herein. 

The terms “drug,” “therapeutic agent,” and “chemothera 
peutic agent” refer to a compound, or a pharmaceutical com 
position thereof, Which is administered to a subject for treat 
ing, preventing, or ameliorating one or more symptoms of a 
condition, disorder, or disease. 

The term “release controlling excipient” refers to an 
excipient Whose primary function is to modify the duration or 
place of release of an active substance from a dosage form as 
compared With a conventional immediate release dosage 
form. 

The term “nonrelease controlling excipient” refers to an 
excipient Whose primary function do not include modifying 
the duration or place of release of an active substance from a 
dosage form as compared With a conventional immediate 
release dosage form. 

The term “alkyl” refers to a linear or branched saturated 
monovalent hydrocarbon radical, Wherein the alkylene may 
optionally be substituted as described herein. The term 
“alkyl” also encompasses both linear and branched alkyl, 
unless otherWise speci?ed. In certain embodiments, the alkyl 
is a linear saturated monovalent hydrocarbon radical that has 
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6 
1 to 20 (CH0), 1 to 15 (C145), 1 to 10 (C140), or 1 to 6(C1_6) 
carbon atoms, or branched saturated monovalent hydrocar 
bon radical of3 to 20 (C3_2O), 3 to 15 (C345), 3 to 10 (C340), 
or 3 to 6 (C3_6) carbon atoms. As used herein, linear C1_6 and 
branched C3_6 alkyl groups are also referred as “loWer alkyl.” 
Examples of alkyl groups include, but are not limited to, 
methyl, ethyl, propyl (including all isomeric forms), n-pro 
pyl, isopropyl, butyl (including all isomeric forms), n-butyl, 
isobutyl, sec-butyl, t-butyl, pentyl (including all isomeric 
forms), and hexyl (including all isomeric forms). For 
example, C1_6 alkyl refers to a linear saturated monovalent 
hydrocarbon radical of 1 to 6 carbon atoms or a branched 
saturated monovalent hydrocarbon radical of 3 to 6 carbon 
atoms. 

The term “alkylene” refers to a linear or branched saturated 
divalent hydrocarbon radical, Wherein the alkylene may 
optionally be substituted as described herein. The term “alky 
lene” encompasses both linear and branched alkylene, unless 
otherWise speci?ed. In certain embodiments, the alkylene is a 
linear saturated divalent hydrocarbon radical that has 1 to 20 
(C1_2O), 1 to 15 (CH5), 1 to 10 (CH0), or 1 to 6 (CM) carbon 
atoms, or branched saturated divalent hydrocarbon radical of 
3 to 20 (C3_2O), 3 to 15 (C345), 3 to 10 (CH0), or 3 to 6 (C3_6) 
carbon atoms. As used herein, linear C1_6 and branched C3_6 
alkylene groups are also referred as “loWer alkylene.” 
Examples of alkylene groups include, but are not limited to, 
methylene, ethylene, propylene (including all isomeric 
forms), n-propylene, isopropylene, butylene (including all 
isomeric forms), n-butylene, isobutylene, t-butylene, penty 
lene (including all isomeric forms), and hexylene (including 
all isomeric forms). For example, C1_6 alkylene refers to a 
linear saturated divalent hydrocarbon radical of 1 to 6 carbon 
atoms or a branched saturated divalent hydrocarbon radical of 
3 to 6 carbon atoms. 
The term “alkenyl” refers to a linear or branched monova 

lent hydrocarbon radical, Which contains one or more, in one 
embodiment, one to ?ve, carbon-carbon double bonds. The 
alkenyl may be optionally substituted as described herein. 
The term “alkenyl” also embraces radicals having “cis” and 
“trans” con?gurations, or alternatively, “Z” and “E” con?gu 
rations, as appreciated by those of ordinary skill in the art. As 
used herein, the term “alkenyl” encompasses both linear and 
branched alkenyl, unless otherWise speci?ed. For example, 
C2_6 alkenyl refers to a linear unsaturated monovalent hydro 
carbon radical of 2 to 6 carbon atoms or a branched unsatur 
ated monovalent hydrocarbon radical of 3 to 6 carbon atoms. 
In certain embodiments, the alkenyl is a linear monovalent 
hydrocarbon radical of2 to 20 (C2_2O), 2 to 15 (C245), 2 to 10 
(C2_1O), or 2 to 6 (C2_6) carbon atoms, or a branched monova 
lent hydrocarbon radical of3 to 20 (C3_2O), 3 to 15 (C345), 3 
to 10 (C340), or 3 to 6 (C3_6) carbon atoms. Examples of 
alkenyl groups include, but are not limited to, ethenyl, pro 
pen-1-yl, propen-2-yl, allyl, butenyl, and 4-methylbutenyl. 
The term “alkenylene” refers to a linear or branched diva 

lent hydrocarbon radical, Which contains one or more, in one 
embodiment, one to ?ve, carbon-carbon double bonds. The 
alkenylene may be optionally substituted as described herein. 
Similarly, the term “alkenylene” also embraces radicals hav 
ing “cis” and “trans” con?gurations, or alternatively, “E” and 
“Z” con?gurations. As used herein, the term “alkenylene” 
encompasses both linear and branched alkenylene, unless 
otherWise speci?ed. For example, C2_6 alkenylene refers to a 
linear unsaturated divalent hydrocarbon radical of 2 to 6 
carbon atoms or a branched unsaturated divalent hydrocarbon 
radical of 3 to 6 carbon atoms. In certain embodiments, the 
alkenylene is a linear divalent hydrocarbon radical of 2 to 20 
(C2_2O), 2 to 15 (C245), 2 to 10 (C240), or 2 to 6 (C2_6) carbon 
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atoms, or a branched divalent hydrocarbon radical of 3 to 20 
(C3_2O), 3 to 15 (C3_15), 3 to 10 (C340), or 3 to 6 (C3_6) carbon 
atoms. Examples of alkenylene groups include, but are not 
limited to, ethenylene, allylene, propenylene, butenylene, and 
4-methylbutenylene. 

The term “alkynyl” refers to a linear or branched monova 
lent hydrocarbon radical, Which contains one or more, in one 
embodiment, one to ?ve, carbon-carbon triple bonds. The 
alkynyl may be optionally substituted as described herein. 
The term “alkynyl” also encompasses both linear and 
branched alkynyl, unless otherWise speci?ed. In certain 
embodiments, the alkynyl is a linear monovalent hydrocarbon 
radical of2 to 20 (C2_2O), 2 to 15 (C245), 2 to 10 (C240), or 2 
to 6 (C2_6) carbon atoms, or a branched monovalent hydro 
carbon radical of 3 to 20 (C3_2O), 3 to 15 (C345), 3 to 10 
(CH0), or 3 to 6 (C3_6) carbon atoms. Examples of alkynyl 
groups include, but are not limited to, ethynyl (4CECH) 
and propargyl (4CH2CECH). For example, C2_6 alkynyl 
refers to a linear unsaturated monovalent hydrocarbon radical 
of 2 to 6 carbon atoms or a branched unsaturated monovalent 
hydrocarbon radical of 3 to 6 carbon atoms. 

The term “alkynylene” refers to a linear or branched diva 
lent hydrocarbon radical, Which contains one or more, in one 
embodiment, one to ?ve, carbon-carbon triple bonds. The 
alkynylene may be optionally substituted as described herein. 
The term “alkynylene” also encompasses both linear and 
branched alkynylene, unless otherWise speci?ed. In certain 
embodiments, the alkynylene is a linear divalent hydrocarbon 
radical of2 to 20 (C2_2O), 2 to 15 (C245), 2 to 10 (C240), or 2 
to 6 (C2_6) carbon atoms, or a branched divalent hydrocarbon 
radical of3 to 20 (C3_2O), 3 to 15 (C345), 3 to 10 (C340), or 3 
to 6 (CM) carbon atoms. Examples of alkynylene groups 
include, but are not limited to, ethynylene (iCECi) and 
propargylene (4CH2C5Ci). For example, C2_6 alky 
nylene refers to a linear unsaturated divalent hydrocarbon 
radical of 2 to 6 carbon atoms or a branched unsaturated 
divalent hydrocarbon radical of 3 to 6 carbon atoms. 

The term “cycloalkyl” refers to a cyclic saturated bridged 
and/ or non-bridged monovalent hydrocarbon radical, Which 
may be optionally substituted as described herein. In certain 
embodiments, the cycloalkyl has from 3 to 20 (C3_2O), from 3 
to 15 (CH5), from 3 to 10 (C3_1O), or from 3 to 7 (C3_7) carbon 
atoms. Examples of cycloalkyl groups include, but are not 
limited to, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl, decalinyl, and adamantyl. 

The term “cycloalkylene” refers to a cyclic saturated 
bridged and/or non-bridged divalent hydrocarbon radical, 
Which may be optionally substituted as described herein. In 
certain embodiments, the cycloalkylene has from 3 to 20 
(C3_2O), from 3 to 15 (C345), from 3 to 10 (C340), or from 3 to 
7 (C3_7) carbon atoms. Examples of cycloalkylene groups 
include, but are not limited to, cyclopropylene, cyclobuty 
lene, cyclopentylene, cyclohexylene, cycloheptylene, decali 
nylene, and adamantylene. 

The term “aryl” refers to a monocyclic aromatic group 
and/ or multicyclic monovalent aromatic group that contain at 
least one aromatic hydrocarbon ring. In certain embodiments, 
the aryl has from 6 to 20 (C6_2O), from 6 to 15 (C645), or from 
6 to 10 (C6_1O) ring atoms. Examples of aryl groups include, 
but are not limited to, phenyl, naphthyl, ?uorenyl, aZulenyl, 
anthryl, phenanthryl, pyrenyl, biphenyl, and terphenyl. Aryl 
also refers to bicyclic or tricyclic carbon rings, Where one of 
the rings is aromatic and the others of Which may be saturated, 
partially unsaturated, or aromatic, for example, dihydronaph 
thyl, indenyl, indanyl, or tetrahydronaphthyl (tetralinyl). In 
certain embodiments, aryl may also be optionally substituted 
With one or more substituents Q as described herein. 
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The term “arylene” refers to a monocyclic and/ or multicy 

clic divalent aromatic group that contain at least one aromatic 
hydrocarbon ring. In certain embodiments, the arylene has 
from 6 to 20 (C6_2O), from 6 to 15 (C645), or from 6 to 10 
(C6_1O) ring atoms. Examples of arylene groups include, but 
are not limited to, phenylene, naphthylene, ?uorenylene, aZu 
lenylene, anthrylene, phenanthrylene, pyrenylene, biphe 
nylene, and terphenylene. Arylene also refers to bicyclic or 
tricyclic carbon rings, Where one of the rings is aromatic and 
the others of Which may be saturated, partially unsaturated, or 
aromatic, for example, dihydronaphthylene, indenylene, 
indanylene, or tetrahydro -naphthylene (tetralinyl). In certain 
embodiments, arylene may also be optionally substituted as 
described herein. 
The term “heteroaryl” refers to a monocyclic aromatic 

group and/or multicyclic aromatic group that contains at least 
one aromatic ring, Wherein at least one aromatic ring contains 
one or more heteroatoms independently selected from O, S, 
and N. Each ring of a heteroaryl group can contain one or two 
0 atoms, one or tWo S atoms, and/or one to four N atoms, 
provided that the total number of heteroatoms in each ring is 
four or less and each ring contains at least one carbon atom. In 
certain embodiments, the heteroaryl has from 5 to 20, from 5 
to 15, or from 5 to 10 ring atoms. Examples of monocyclic 
heteroaryl groups include, but are not limited to, pyrrolyl, 
pyraZolyl, pyraZolinyl, imidaZolyl, oxaZolyl, isoxaZolyl, thia 
Zolyl, thiadiaZolyl, isothiaZolyl, furanyl, thienyl, oxadiaZolyl, 
pyridyl, pyraZinyl, pyrimidinyl, pyridaZinyl, and triaZinyl. 
Examples of bicyclic heteroaryl groups include, but are not 
limited to, indolyl, benZothiaZolyl, benZoxaZolyl, benZothie 
nyl, quinolinyl, tetrahydroisoquinolinyl, isoquinolinyl, ben 
ZimidaZolyl, benzopyranyl, indolizinyl, benzofuranyl, 
isobenZofuranyl, chromonyl, coumarinyl, cinnolinyl, qui 
noxalinyl, indaZolyl, purinyl, pyrrolopyridinyl, furopyridi 
nyl, thienopyridinyl, dihydroisoindolyl, and tetrahydro 
quinolinyl. Examples of tricyclic heteroaryl groups include, 
but are not limited to, carbaZolyl, benZindolyl, phenanthrolli 
nyl, acridinyl, phenanthridinyl, and xanthenyl. In certain 
embodiments, heteroaryl may also be optionally substituted 
With one or more substituents Q as described herein. 
The term “heterocyclyl” or “heterocyclic” refers to a 

monocyclic non-aromatic ring system and/ or multicyclic ring 
system that contains at least one non-aromatic ring, Wherein 
one or more of the non-aromatic ring atoms are heteroatoms 
independently selected from O, S, or N; and the remaining 
ring atoms are carbon atoms. In certain embodiments, the 
heterocyclyl or heterocyclic group has from 3 to 20, from 3 to 
15, from 3 to 10, from 3 to 8, from 4 to 7, or from 5 to 6 ring 
atoms. In certain embodiments, the heterocyclyl is a mono 
cyclic, bicyclic, tricyclic, or tetracyclic ring system, Which 
may include a fused or bridged ring system, and in Which the 
nitrogen or sulfur atoms may be optionally oxidiZed, the 
nitrogen atoms may be optionally quaterniZed, and some 
rings may be partially or fully saturated, or aromatic. The 
heterocyclyl may be attached to the main structure at any 
heteroatom or carbon atom Which results in the creation of a 
stable compound. Examples of such heterocyclic radicals 
include, but are not limited to, acridinyl, aZepinyl, benZimi 
daZolyl, benZindolyl, benZoisoxaZolyl, benZisoxaZinyl, ben 
Zodioxanyl, benZodioxolyl, benZofuranonyl, benZofuranyl, 
benZonaphthofuranyl, benZopyranonyl, benZopyranyl, ben 
Zotetrahydrofuranyl, benZotetrahydrothienyl, benZothiadiaZ 
olyl, benZothiaZolyl, benZothiophenyl, benZotriaZolyl, ben 
Zothiopyranyl, benZoxaZinyl, benZoxaZolyl, benZothiaZolyl, 
[3-carbolinyl, carbaZolyl, chromanyl, chromonyl, cinnolinyl, 
coumarinyl, decahydroisoquinolinyl, dibenZofuranyl, dihy 
drobenZisothiaZinyl, dihydrobenZisoxaZinyl, dihydrofuryl, 
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dihydropyranyl, dioxolanyl, dihydropyraZinyl, dihydropy 
ridinyl, dihydropyraZolyl, dihydropyrimidinyl, dihydropyr 
rolyl, dioxolanyl, 1,4-dithianyl, furanonyl, furanyl, imidaZo 
lidinyl, imidaZolinyl, imidaZolyl, imidaZopyridinyl, 
imidaZothiaZolyl, indaZolyl, indolinyl, indoliZinyl, indolyl, 
isobenZotetrahydrofuranyl, isobenZotetrahydrothienyl, 
isobenZothienyl, isochromanyl, isocoumarinyl, isoindolinyl, 
isoindolyl, isoquinolinyl, isothiaZolidinyl, isothiaZolyl, isox 
aZolidinyl, isoxaZolyl, morpholinyl, naphthyridinyl, octahy 
droindolyl, octahydroisoindolyl, oxadiaZolyl, oxaZolidi 
nonyl, oxaZolidinyl, oxaZolopyridinyl, oxaZolyl, oxiranyl, 
perimidinyl, phenanthridinyl, phenathrolinyl, phenarsaZinyl, 
phenaZinyl, phenothiaZinyl, phenoxaZinyl, phthalaZinyl, pip 
eraZinyl, piperidinyl, 4-piperidonyl, pteridinyl, purinyl, 
pyraZinyl, pyraZolidinyl, pyraZolyl, pyridaZinyl, pyridinyl, 
pyridopyridinyl, pyrimidinyl, pyrrolidinyl, pyrrolinyl, pyrro 
lyl, quinaZolinyl, quinolinyl, quinoxalinyl, quinuclidinyl, tet 
rahydrofuryl, tetrahydrofuranyl, tetrahydroisoquinolinyl, tet 
rahydropyranyl, tetrahydrothienyl, tetraZolyl, 
thiadiaZolopyrimidinyl, thiadiaZolyl, thiamorpholinyl, thia 
Zolidinyl, thiaZolyl, thienyl, triaZinyl, triaZolyl, and 1,3,5 
trithianyl. In certain embodiments, heterocyclic may also be 
optionally substituted With one or more substituents Q as 
described herein. 

The term “alkoxy” refers to an iOR radical, Wherein R is, 
for example, alkyl, alkenyl, alkynyl, cycloalkyl, aryl, het 
eroaryl, or heterocyclyl, each as de?ned herein. Examples of 
alkoxy groups include, but are not limited to, methoxy, 
ethoxy, propoxy, n-propoxy, 2-propoxy, n-butoxy, isobutoxy, 
tert-butoxy, cyclohexyloxy, phenoxy, benZoxy, and 2-naph 
thyloxy. In certain embodiments, alkoxy may also be option 
ally substituted as described herein. 

The term “acyl” refers to a 4C(O)R radical, Wherein R is, 
for example, alkyl, alkenyl, alkynyl, cycloalkyl, aryl, het 
eroaryl, or heterocyclyl, each as de?ned herein. Examples of 
acyl groups include, but are not limited to, acetyl, propionyl, 
butanoyl, isobutanoyl, pentanoyl, hexanoyl, heptanoyl, 
octanoyl, nonanoyl, decanoyl, dodecanoyl, tetradecanoyl, 
hexadecanoyl, octadecanoyl, eicosanoyl, docosanoyl, myris 
toleoyl, palmitoleoyl, oleoyl, linoleoyl, arachidonoyl, ben 
Zoyl, pyridinylcarbonyl, and furoyl. In certain embodiments, 
acyl may also be optionally substituted as described herein. 

The term “halogen”, “halide” or “halo” refers to ?uorine, 
chlorine, bromine, and/or iodine. 

The term “optionally substituted” is intended to mean that 
a group, such as an alkyl, alkylene, alkenyl, alkenylene, alky 
nyl, alkynylene, cycloalkyl, cycloalkylene, aryl, arylene, het 
eroaryl, heterocyclyl group, alkoxy, or acyl, may be substi 
tuted With one or more substituents independently selected 
from, e.g., alkyl, alkylene, alkenyl, alkenylene, alkynyl, alky 
nylene, cycloalkyl, cycloalkylene, aryl, arylene, heteroaryl, 
or heterocyclyl, each optionally substituted With one or more, 
in one embodiment, one, tWo, three, or four, substituents Q; 
halo, cyano (iCN), nitro (iNO2), iSR“, iS(O)R“, 
iS(O)2R“, iC(O)R”, iC(O)OR”, iC(O)NRbRC, 
iC(NR“)NRbRc, iOR“, iOC(O)R“, 4OC(O)OR“, 
iOC(O)NRbRC, iOC(:NR“)NRbR”, ws(o)R“, ws 
(O)2R“, ws(o)NRbRi iOS(O)2NRbRC, iNRbRC, 
iNR“C(O)Rb, iNR“C(O)ORb, iNR“C(O)NRbRC, 
iNR“C(:NRd)NRbRC, iNR“S(O)Rb, iNR“S(O)2Rb, 
iNR“S(O)RbRc, or iNR“S(O)2RbRc; Wherein each R“, Rb, 
RC, and Rd is independently hydrogen; C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or more, in 
one embodiment, one, tWo, three, or four, substituents Q; or 
Rb and R” together With the N atom to Which they are attached 
form heterocyclyl, optionally substituted With one or more, in 
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10 
one embodiment, one, tWo, three, or four, substituents Q. As 
used herein, all groups that can be substituted are “optionally 
substituted,” unless otherWise speci?ed. 

In one embodiment, each Q is independently selected from 
the group consisting of cyano, halo, and nitro; C1_6 alkyl, C2_6 
alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, 
and heterocyclyl; and iC(O)Re, 4C(O)ORe, 4C(O)NRf 
Rg, %(NRe)NRfRg, iORe, A)C(O)Re, iOC(O)ORe, 
A)C(O)NR/Rg, A)C(:NR‘2)NR/Rg, A)S(O)Re, ADS 

iNReS(O)NR/<Rg, iNReS(O)2NR/<Rg, isRe, is(o)Re, 
and iS(O)2Re; Wherein each Re, Rf, Rg, and Rh is indepen 
dently hydrogen; C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; or Rf and 
Rg together With the N atom to Which they are attached form 
heterocyclyl. 

In certain embodiments, “optically active” and “enantio 
merically active” refer to a collection of molecules, Which has 
an enantiomeric excess of no less than about 50%, no less than 
about 70%, no less than about 80%, no less than about 90%, 
no less than about 91%, no less than about 92%, no less than 
about 93%, no less than about 94%, no less than about 95%, 
no less than about 96%, no less than about 97%, no less than 
about 98%, no less than about 99%, no less than about 99.5%, 
or no less than about 99.8%. In certain embodiments, the 
compound comprises about 95% or more of the desired enan 
tiomer and about 5% or less of the less preferred enantiomer 
based on the total Weight of the racemate in question. 

In describing an optically active compound, the pre?xes R 
and S are used to denote the absolute con?guration of the 
molecule about its chiral center(s). The (+) and (—) are used to 
denote the optical rotation of the compound, that is, the direc 
tion in Which a plane of polariZed light is rotated by the 
optically active compound. The (—) pre?x indicates that the 
compound is levorotatory, that is, the compound rotates the 
plane of polariZed light to the left or counterclockwise. The 
(+) pre?x indicates that the compound is dextrorotatory, that 
is, the compound rotates the plane of polarized light to the 
right or clockWise. HoWever, the sign of optical rotation, (+) 
and (—), is not related to the absolute con?guration of the 
molecule, R and S. 
The term “solvate” refers to a compound provided herein 

or a salt thereof, Which further includes a stoichiometric or 
non-stoichiometric amount of solvent bound by non-covalent 
intermolecular forces. Where the solvent is Water, the solvate 
is a hydrate. 
Compounds 
HCV has a single positive-stranded RNA genome having 

about 9.6 kb in length that encodes a large polyprotein having 
about 3010 amino acids. This precursor polyprotein is then 
processed into a range of structural proteins, including core 
protein, C, and envelope glycoproteins, E1 and E2; and non 
structural proteins, including NS2, NS3, NS4A, NS4B, 
NS5A, and NS5B, by host signal peptidases and tWo viral 
proteases, NS2-3 and NS3. The NS3 protein contains a 
trypsin-like serine protease domain at its N-terminus, While 
its C-terminal domain has helicase activity. Because of its 
vital role in viral replication, HCV NS3 serine protease has 
been actively pursued as a drug target for developing a neW 
anti-HCV therapy. 

Inhibitors of HCV NS3 protease that have been reported 
include linear and cyclic peptides and peptide mimetics, and 
non-peptide molecules (Llinas-Brunet et al., Bioorg. Med. 
Chem. Lell. 1998, 8, 1713-1718; Steinkuhler et al., Biochem 
iszry 1998, 37, 8899-8905; U.S. Pat. Nos. 5,538,865; 5,990, 
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276; 6,143,715; 6,265,380; 6,323,180; 6,329,379; 6,410,531; 
6,420,380; 6,534,523; 6,608,027; 6,642,204; 6,653,295; 
6,727,366; 6,838,475; 6,846,802; 6,867,185; 6,869,964; 
6,872,805; 6,878,722; 6,908,901; 6,911,428; 6,995,174; 
7,012,066; 7,041,698; 7,091,184; 7,169,760; 7,176,208; 
7,208,600; U.S. Pat. App. Pub. Nos.: 2002/0016294, 2002/ 
0016442; 2002/0032175; 2002/0037998; 2004/0229777; 
2005/0090450; 2005/0153877; 2005/176648; 2006/ 
0046956; 2007/0021330; 2007/0021351; 2007/0049536; 
2007/0054842; 2007/0060510; 2007/0060565; 2007/ 
0072809; 2007/0078081; 2007/0078122; 2007/0093414; 
2007/0093430; 2007/0099825; 2007/0099929; 2007/ 
0105781; WO 98/17679; WO 98/22496; WO 99/07734; WO 
00/09543; WO 00/59929; WO 02/08187; WO 02/08251; WO 
02/08256; WO 02/08198; WO 02/48116; WO 02/48157; WO 
02/48172; WO 02/60926; WO 03/53349; WO 03/64416; WO 
03/64455; WO 03/64456; WO 03/66103; WO 03/99274; WO 
03/99316; WO 2004/032827; WO 2004/043339; WO 2005/ 
037214; WO 2005/037860; WO 2006/000085; WO 2006/ 
119061; WO 2006/122188; WO 2007/001406; WO 2007/ 
014925; WO 2007/014926; WO 2007/015824, and WO 
2007/056120). However, citation of any reference herein is 
not an admission that such reference is prior art to the present 
disclosure. 

Provided herein are compounds Which are useful for the 
treatment of HCV infection, Which, in one embodiment, can 
have activity as HCV serine protease inhibitors. Also pro 
vided herein are pharmaceutical compositions that comprise 
the compounds, methods of manufacture of the compounds, 
and methods of use of the compounds for the treatment of 
HCV infection in a host in need of treatment. 

In one embodiment, provided herein is a compound of 
Formula I: 

w 

or a single enantiomer, a racemic mixture, or a mixture of 
diastereomers thereof; or a pharmaceutically acceptable salt, 
solvate, or prodrug thereof; 
Wherein: 

each R8 is independently hydrogen, Cl_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, heterocyclyl, C1_6 alkyl-C3_7 cycloalkylene, 

each R8“, R86, and Rsd is independently hydrogen, C1_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, 
C6_l4 aryl, heteroaryl, heterocyclyl, or C6_l4 aryl-Cl_6 
alkylene; and 

each Rsb is independently hydrogen, C1_6 alkyl, C2_6 
alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
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12 
eroaryl, heterocyclyl, iS(O)kR1 1, iS(O)kNR1lRl2, 
iC(O)Rll, %(O)ORU, iC(O)NRllRl2, or 
iC(:NR13)NR1lRl2; Wherein each R11, R12, and 
R13 is independently hydrogen, C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl; or R1 l and R12 together With 
the N atom to Which they are attached form heterocy 
clyl; or 

R8“ and R81’ together With the N atom to Which they are 
attached form heterocyclyl; and 

each Rg is independently hydrogen, Cl_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl; or 

R8 and R9 together With the N atom to Which they are 
attached form heterocyclyl; 

R6 is hydrogen, C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 
L is a bond, Cl_6 alkylene, C3_7 cycloalkylene, C2_6 alk 

enylene, C2_6 alkynylene, X, or i(CR6“R6b)PXi; Wherein p 
is an integer of 1, 2, or 3; R6“ and R61’ are each independently 
hydrogen, halo, cyano, hydroxyl, or alkoxy; and X is 40*, 

each R14, R15, and R16 is independently hydrogen, C1_6 alkyl, 
C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl; 

Q1 is iOi, iN(Rl7)i, %(Rl8Rl9)i, or %Rl7 
(NRl8Rl9)i; Wherein: 

each R17 and R18 is independently hydrogen, C1_6 alkyl, 
C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, 
heteroaryl, or heterocyclyl; and 

each R19 is independently iRZO, 4C(O)R2O, 4C(O) 
0R2‘), %(O)NR2IR22, %(:NR2O)NR2lR22, or 
iS(O)kR2O; Where each R20, R21, and R22 is indepen 
dently hydrogen, C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, 
C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 
or R21 and R22 together With the N atom to Which they 
are attached form heterocyclyl; or 

R1 8 and R1 9 together With the C or N atom to Which they are 
attached form cycloalkyl or heterocyclyl; 

Q2 is C3_9 alkylene, C3_9 alkenylene, or C3_9 alkynylene, 
each optionally containing one to three heteroatoms in the 
chain, independently selected from O, N, and S; and 

each k is independently an integer of 1 or 2; 

Wherein each alkyl, alkylene, alkenyl, alkenylene, alkynyl, 
alkynylene, aryl, cycloalkyl, cycloalkylene, heterocyclyl, and 
heteroaryl is optionally substituted With one or more groups, 
each independently selected from cyano, halo, or nitro; Cl_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, 
heteroaryl, or heterocyclyl, each optionally substituted With 
one or more, in one embodiment, one, tWo, three, or four, 
substituents Q; or C(O)R“, 4C(O)OR“, 4C(O)NRZ’RC, 
%(NR")NRZ’RC, ADR“, A)C(O)Ra, OC(O)OR“, ADC 
(O)NRbRC, wc(:NR“)NRbRC, iOS(O)R“, ios(o), 
R“, OS(O)NRbRC, OS(O)2NRZ’RC, iNRbRC, iNR“C(O)Rb, 
iNR“C(O)ORb, iNR“C(O)NRbRc, iNR“C(:NRd)NRb 
RC, NR“S(O)Rb, iNR“S(O)2Rb, iNR“S(O)NRbRC, 
iNR“S(O)2NRbRc, iSR“, iS(O)R“, or iS(O)2R“; 
Wherein each R“, Rb, RC, and Rd is independently hydrogen; 
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C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
aryl, heteroaryl, or heterocyclyl, each optionally substituted 
With one or more, in one embodiment, one, tWo, three, or four, 
substituents Q; or Rb and RC together With the N atom to 
Which they are attached form heterocyclyl, optionally substi 
tuted With one or more, in one embodiment, one, tWo, three, 
or four, substituents Q; 

Wherein each Q is independently selected from the group 
consisting of cyano, halo, or nitro; C1_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or het 
erocyclyl; or 4C(O)Re, iC(O)ORe, 4C(O)NRfRg, 
iC(NRe)NRfRg, iORe, 4OC(O)Re, iOC(O)ORe, 40C 
(O)NRfRg, iOC(:NRe)NR/”Rg, iOS(O)Re, iOS(O)2Re, 
iOS(O)NR/<Rg, ws(o)2NRfRg, iNRfRg, iNReC(O)Rf, 
iNReC(O)ORf, iNReC(O)NRfRg, iNRec(:NRh)NRf 
Rg, iNReS(O)Rf, iNReS(O)2Rf, iNReS(O)NRfRg, 
iNReS(O)2NRfRg, iSRe, iS(O)Re, or iS(O)2Re; 
Wherein each Re, Rf, Rg, and Rh is independently hydrogen; 
C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
aryl, heteroaryl, or heterocyclyl; or Rf and Rg together With 
the N atom to Which they are attached form heterocyclyl. 

In yet another embodiment, the compound of Formula I has 
the structure of Formula II: 

wherein: 
R6, L, Q1, and Q2 are each as de?ned herein; and 
R30 is hydrogen; C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 

cycloalkyl, C6_l4 aryl, heteroaryl, heterocyclyl, or C l_6 alkyl 
C3_7 cycloalkylene, each optionally substituted With one or 
more sub stituents Q; or 4CHZNR3OGR3 Ob, 
iCHR30cNR30aR30b’ iCHR30cCHR30dNR30aR30b’ or 
iCHZCR3OCR3OdNR3OGR3Ob, Wherein: 

each R30“, R30”, and R3Od is independently hydrogen; C l_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
aryl, heteroaryl, heterocyclyl, or C6_l4 aryl-Cl_6 alky 
lene, each optionally substituted With one or more sub 
stituents Q; and 

each R30!’ is independently hydrogen; C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl, each optionally substituted With 
one or more substituents Q; iS(O)kRl1, iS(O)k 
NRURIZ, %(O)Rll, iC(O)ORll, iC(O)NRllRl2, 
or iC(:NR3)NR1lRl2; Wherein each R11, R12, and 
R13 is independently hydrogen; C1_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or 
more substituents Q; or R1 1 and R12 together With the N 
atom to Which they are attached form heterocyclyl, 
optionally substituted With one or more substituents Q; 
or 

R30“ and R301’ together With the N atom to Which they are 
attached form heterocyclyl or heteroaryl, each option 
ally substituted With one or more substituents Q. 
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In yet another embodiment, the compound of Formula I has 

the structure of Formula III: 

(III) 

Wherein: 
R5, L, Q1, and Q2 are each as de?ned herein; and 

R2’, R3’, R5’, R6’, R7’, and R8’ are each independently: 
hydrogen, halo, cyano, tri?uoromethyl, or nitro; 
C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 

aryl, heteroaryl, or heterocyclyl, each optionally substi 
tuted With one or more substituents Q as described 

herein; or 
iC(O)R“, iC(O)OR“, %(O)NRZ’RC, %(NR“)NRb 

RC, 40R“, 4OC(O)R“, iOC(O)OR“, iOC(O)NRb 
RC, iOC(:NR“)NRbRc, iOS(O)R“, iOS(O)2R“, 
4OS(O)NRZ’RC, 4OS(O)2NRZ’RC, iNRbRC, iNRaC 
(O)Rb, iNR“C(O)ORb, iNR“C(O)NRbRc, iNRaC 
(:NRd)NRbRC, iNR“S(O)Rb, iNR“S(O)2Rb, 
iNR“S(O)NRbRC, iNR“S(O)2NRbRc, iSR“, 
iS(O)R“, or iS(O)2R“; Wherein each R“, Rb, RC, and 
Rd is independently hydrogen; C1_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or 
more substituents Q as described herein; or Rb and R” 
together With the N atom to Which they are attached form 
heterocyclyl, optionally substituted With one or more 
substituents Q as described herein. 

In yet another embodiment, the compound of Formula I has 
the structure of Formula IV: 
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wherein R30, R2’, R3’, R5’, R6’, R7’, R8’, L, Q1, Q2, and Z are 
each as de?ned herein. 

In certain embodiments, Q2 is C3_9 alkylene. In certain 
embodiments, Q2 is C3_9 alkenylene. In certain embodiments, 
Q2 is C3_9 alkenylene having one carbon-carbon double bond 
in either cis or trans con?guration. In certain embodiments, 
Q2 is C3_9 alkenylene having one carbon-carbon double bond 
in cis con?guration. In certain embodiments, Q2 is C3_9 alky 
nylene. 

In certain embodiments, Q2 is selected from the group 
consisting of: 

w £214; 
0 > and u ; 

FWQM 
wherein: 

Z1 is iOi, iSi, or iN(RZ)i, wherein R2 is hydro 
gen, Cl_6 alkyl, aryl, heteroaryl, heterocyclyl, 4C(O)RZ“, 
iC(O)ORZ“, %(O)NRZZ’RZC, iS(O)2NRZbRZc, or 
iS(O)2RZ“; and 

each R2“, R21’, and R26 is independently hydrogen, Cl_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, 
heteroaryl, or heterocyclyl; or 

R2!’ and R26 together With the N atom to Which they are 
attached form heterocyclyl or heteroaryl; 

Wherein each alkyl, alkenyl, alkynyl, cycloalkyl, aryl, het 
eroaryl, and heterocyclyl is optionally substituted With one or 
more substituents Q as described herein. 

In one embodiment, the compound of Formula I has the 
structure of Formula V: 

(V) 

Wherein 

R5, R6, L, and Q1 are each as de?ned herein; and 

n is an integer ofO, l, 2, 3, 4, or 5. 
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In yet another embodiment, the compound of Formula V 

has the structure of Formula VI: 

(V1) 

Wherein R6, R30, L, Q1, and n are each as de?ned herein. 
In yet another embodiment, the compound of Formula V 

has the structure of Formula VII: 

(v11) 

: 

Wherein R5, R2’, R3’, R5’, R6’, R7’, R8’, L, Q, Z, and n are each 
as de?ned herein. 

In yet another embodiment, the compound of Formula V 
has the structure of Formula VIII: 

(VIII) 
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wherein R30, R2’, R3’, R5’, R6’, R7’, R8’, L, Q1, Z, and n are each 
as de?ned herein. 

The groups R5, R6, R30, R2’, R3’, R5’, R6’, R7’, RS'L, Q1, Q2, 
and n in Formulae I, II, III, IV, V, VI, VII, and VIII are further 
de?ned herein. All combinations of the embodiments pro 
Vided herein for such groups are Within the scope of this 
disclosure. 

In certain embodiments, n is 0, l, 2, 3, 4, or 5. In certain 
embodiments, n is 0. In certain embodiments, n is 1. In certain 
embodiments, n is 2. In certain embodiments, n is 3. In certain 
embodiments, n is 4. In certain embodiments, n is 5. 

In certain embodiments, R6 is hydrogen. In certain embodi 
ments, R6 is C1_6 alkyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, 
or heterocyclyl, each optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
R6 is Cl_6 alkyl, optionally substituted With one or more 
substituents Q. In certain embodiments, R6 is C2_6 alkenyl, 
optionally substituted With one or more substituents Q. In 
certain embodiments, R6 is C2_6 alkynyl, optionally substi 
tuted With one or more substituents Q. In certain embodi 
ments, R6 is C3_7 cycloalkyl, optionally substituted With one 
or more substituents Q. In certain embodiments, R6 is C6_l4 
aryl, optionally substituted With one or more substituents Q. 
In certain embodiments, R6 is heteroaryl, optionally substi 
tuted With one or more substituents Q. In certain embodi 
ments, R6 is heterocyclyl, optionally substituted With one or 
more substituents Q. 

In certain embodiments, R6 is selected from the group 
consisting of: 
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-continued 

Wherein: 
R2’, R3’, R5’, R6’, R7’, and R8’ are each as de?ned herein; 
R1’ is independently: 
hydrogen, halo, cyano, tri?uoromethyl, or nitro; 
C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 

aryl, heteroaryl, or heterocyclyl, each optionally substi 
tuted With one or more substituents Q as described 

herein; or 

iC(O)R“, iC(O)OR“, 4C(O)NRZ’RC, 4C(NR“)NRb 
RC, 40R”, 4OC(O)R“, iOC(O)OR“, iOC(O)NRb 
RC, 4OC(:OiNR“)NRbRC, iOS(O)R”, iOS(O)2 
R“, iOS(O)NRbRC, 4OS(O)2NRZ’RC, iNRbRC, 
iNR“C(O)Rb, iNR“C(O)ORb, iNR“C(O)NR“, 
iNR“C(:NRd)NRbRC, iNR“S(O)Rb, iNR“S(O)2 
Rb, iNR“S(O)NRbRC, iNR“S(O)2NRbRC, iSR“, 
iS(O)R“, or iS(O)2R“; Wherein each R“, Rb, RC, and 
Rd is independently hydrogen; C1_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or 
more substituents Q as described herein; or Rb and RC 
together With the N atom to Which they are attached form 
heterocyclyl, optionally substituted With one or more 
substituents Q as described herein; and 

each star (*) represents the point of attachment. 
In certain embodiments, R2’ is C1_6 alkyl, C2_6 alkenyl, C2_6 

alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or heterocy 
clyl, each optionally substituted With one or more substituents 
Q as described herein. In certain embodiments, R2’ is C6_l4 
aryl, heteroaryl, or heterocyclyl, each optionally substituted 
With one or more substituents Q as described herein. 

In certain embodiments, R2’ is selected from the group 
consisting of: 
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-continued 
A, A, 

and N A; A, 

NAA l J J 
* N 

wherein 

i 
* N 

each A is independently hydrogen, halo, cyano, or nitro; 
Cl_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
aryl, heteroaryl, or heterocyclyl, each optionally substituted 
With one or more substituents Q as described herein; or 

iC(O)R“, 4C(O)OR“, iC(O)NRbRC, 4C(NR“)NRbRc, 
iOR“, 4OC(O)R“, 4OC(O)OR“, iOC(O)NRbRC, 40C 
(:NR“)NRZ’RC, ws(o)R“, ws(o)2R“, iOS(O)NRbRC, 
iOS(O)2NRbRc, iNRbRC, iNR“C(O)Rb, iNR“C(O) 
0R1’, iNR“C(O)NRbRc, iNR“C(:NRd)NRbRc, iNRas 
(O)Rb, iNR“S(O)2Rb, iNR“S(O)NRbR”, NR“S(O)2NRb 
RC, iSR“, iS(O)R“, or iS(O)2R“; Wherein each R“, Rb, 
RC, and Rd is independently hydrogen; C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or more 
substituents Q as described herein; or Rb and R” together With 
the N atom to Which they are attached form heterocyclyl, 
optionally substituted With one or more substituents Q as 
described herein; 

each E is independently hydrogen; C l_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or het 
erocyclyl, each optionally substituted With one or more sub 
stituents Q as described herein; or 4C(O)R“, 4C(O)OR“, 
iC(O)NRbRC, iC(NR“)NRbRC, 43R“, A)C(O)R“, 
iOC(O)OR“, iOC(O)NRbRC, iOC(:NR“)NRbRC, 
iOS(O)R“, iOS(O)2R“, ws(o)NRbRi ws(o)2NRb 
RC, iNRbRC, NR“C(O)Rb, iNR“C(O)ORb, iNR“C(O) 
NR1’ RC, iNR“C(:NRd)NRbRc, iNR“S(O)Rb, iNRGS 
(O)2Rb, iNR“S(O)NRbRc, iNR“S(O)2NRbRc, iSR“, 
iS(O)R“, or iS(O)2R“; Wherein each R“, Rb, RC, and Rd is 
independently hydrogen; C1_6 alkyl, C2_6 alkenyl, C2_6 alky 
nyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, 
each optionally substituted With one or more substituents Q as 
described herein; or Rb and RC together With the N atom to 
Which they are attached form heterocyclyl, optionally substi 
tuted With one or more substituents Q as described herein; and 

each star (*) is the point of attachment. 
In certain embodiments, A is hydrogen, halo, cyano, nitro, 

C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
aryl, heteroaryl, or heterocyclyl, Wherein each alkyl, alkenyl, 
alkynyl, cycloalkyl, aryl, heteroaryl, and heterocyclyl is 
optionally substituted With one or more substituents Q as 
described herein. 

In certain embodiments, A is hydrogen, halo, cyano, or 
nitro; C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C1_6 alkoxy, C1_6 
alkylamine (i.e., iNRbRC, Where Rb is hydrogen and RC is 
C1_6 alkyl), or di(Cl_6 alkyl)amino (i.e., iNRbR”, Where Rb 
and RC are each independently C1_6 alkyl), each optionally 
substituted With one or more substituents Q as described 
herein. 

In certain embodiments, A is hydrogen or Cl_6 alkyl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, A is hydrogen. In 
certain embodiments, A is C1_6 alkyl, optionally substituted 
With one or more substituents Q as described herein. In cer 
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20 
tain embodiments, A is C2_6 alkenyl, optionally substituted 
With one or more substituents Q as described herein. In cer 

tain embodiments, A is C2_6 alkynyl, optionally substituted 
With one or more substituents Q as described herein. In cer 

tain embodiments, A is C3_7 cycloalkyl, optionally substituted 
With one or more substituents Q as described herein. In cer 

tain embodiments, A is C6_ 14 aryl, optionally substituted With 
one or more substituents Q as described herein. In certain 

embodiments, A is heteroaryl, optionally substituted With one 
or more substituents Q as described herein. In certain embodi 
ments, A is heterocyclyl, optionally substituted With one or 
more substituents Q as described herein. In certain embodi 
ments, A is 40R“, Wherein R“ is as de?ned herein. In certain 
embodiments, A is iNRbR”, Wherein Rb and R” are each as 
de?ned herein. In certain embodiments, A is isopropylamino. 

In certain embodiments, A is hydrogen, cyano, ?uoro, 
methyl, ethyl, n-propyl, isopropyl, isobutyl, isopentyl, trif 
luoromethyl, ethenyl, ethynyl, cyclopropyl, cyclobutyl, ben 
Zyl, 2-morpholin-4-yl-ethyl, methoxy, ethoxy, or isopropy 
lamino. In certain embodiments, A is hydrogen, cyano, 
methyl, isopropyl, isobutyl, tri?uoromethyl, cyclopropyl, 
cyclobutyl, ethenyl, ethtnyl, methoxy, ethoxy, or isopropy 
lamino. 

In certain embodiments, E is hydrogen, C1_6 alkyl, C2_6 
alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heterocy 
clyl, or heteroaryl, Wherein each alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, heteroaryl, and heterocyclyl is optionally 
substituted With one or more substituents Q as described 

herein. In certain embodiments, E is hydrogen, methyl, ethyl, 
n-propyl, isopropyl, cyclopropyl, isobutyl, isopentyl, tri?uo 
romethyl, benZyl, 2-morpholin-4-yl-ethyl, cyclobutyl, ethy 
nyl, methoxy, ethoxy, or isopropylamino. In certain embodi 
ments, E is hydrogen, methyl, ethyl, n-propyl, isopropyl, 
isobutyl, isopentyl, benZyl, or 2-morpholin-4-yl-ethyl. 

In certain embodiments, R2’ is selected from the group 
consisting of: 
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-continued 
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In certain embodiments, L is a bond. In certain embodi- 65 
ments, L is Cl_6 alkylene, optionally substituted With one or 
more substituents Q as described herein. 

22 
In certain embodiments, L is i(CR6“R6b)PXi, Wherein 

R6“, R61’, X, and p are each as de?ned herein. In certain 
embodiments, R6“ and R61’ are each independently hydrogen 
or halo. In certain embodiments, L is i(CR6aR6b)pOi, 
Wherein R6“, R61’, and p are each as de?ned herein. In certain 
embodiments, L is i(CR6“R6b)pC(O)i, Wherein R6“, R61’, 
and p are each as de?ned herein. In certain embodiments, L is 

i(CR6“R6b)PC(O)O, Wherein R6“, R61’, and p are each as 
de?ned herein. In certain embodiments, L is i(CR6“R6b)P 
OC(O)i, Wherein R6“, R61’, and p are each as de?ned herein. 
In certain embodiments, L is i(CR6“R6b)POC(O)Oi, 
Wherein R6“, R61’, and p are each as de?ned herein. In certain 
embodiments, L is i(CR6aR6b)pC(O)NRl4i, Wherein R6“, 
R61’, R14, and p are each as de?ned herein. In certain embodi 
ments, L is i(CR6aR6b)pNRl4C(O)i, Wherein R6aa, R61’, 
R14, andp are each as de?ned herein. In certain embodiments, 
L is i(CR6“R6b)PNRl4C(O)NRl5i, Wherein R6“, R61’, R14, 
R15, andp are each as de?ned herein. In certain embodiments, 
L is i(CR6“R6b)pC(:NR14)NRl5i, Wherein R6“, R61’, 
R14, R15, and p are each as de?ned herein. In certain embodi 

ments, L is i(CR6“R6b)PNR14C(:NRl5)i, Wherein R6“, 
R61’, R14, R15, and p are each as de?ned herein. In certain 
embodiments, L is i(CR6“R6b)NR4C(:NR5)NR16i, 
Wherein R6“, R61’, R14, R15, R16, and p are each as de?ned 
herein. In certain embodiments, L is i(CR6“R6b)pS(O)ki, 
Wherein R6“, R61’, k, and p are each as de?ned herein. In 
certain embodiments, L is i(CR6“R6b)PS(O)kNR14i, 
Wherein R6“, R61’, R14, k, and p are each as de?ned herein. In 
certain embodiments, L is i(CR6aR6b)p NR14S(O)ki 
Wherein R6“, R61’, R14, k, and p are each as de?ned herein. In 
certain embodiments, L is i(CR6aR6b)p NR14S(O)kNR5i, 
Wherein R6“, R61’, R14, R15, k, and p are each as de?ned 
herein. In certain embodiments, L is i(CR6“R6b)PP(O) 
ORMi, Wherein R6“, R61’, R14, k, and p are each as de?ned 
herein. In certain embodiments, L is i(CR6“R6b)POP(O) 
ORMi, Wherein R6“, R61’, R14, k, and p are each as de?ned 
herein. 

In certain embodiments, L is i(CH2)Pi, Wherein p is as 
de?ned herein. In certain embodiments, 4CH2i. L is In 
certain embodiments, L is i(CH2)PCF2i or iCFZ 
(CH2)Pi, Wherein p is as de?ned herein. In certain embodi 
ments, L is iCFZi. In certain embodiments, L is i(CH2)P 
0*, wherein p is as de?ned herein. In certain embodiments, 
L is i(CH2)pC(O)i, Wherein p is as de?ned herein. In 
certain embodiments, L is i(CH2)PC(O)Oi, Whereinp is as 
de?ned herein. In certain embodiments, L is i(CH2)POC 
(O)i, Wherein p is as de?ned herein. In certain embodi 
ments, L is i(CH2)PC(O)NRl4i, wherein R14 and p is as 
de?ned herein. In certain embodiments, L is i(CH2)PNRl4C 
(0), wherein R14 and p is as de?ned herein. In certain embodi 

ments, L is i(CH2)PNR14C(O)NRl5i, Wherein R14, R15, 
and p are as de?ned herein. 

In certain embodiments, p is 1. In certain embodiments, p 
is 2. In certain embodiments, p is 3. 

In certain embodiments, L is C2_6 alkenylene, optionally 
substituted With one or more substituents Q. In certain 
embodiments, L is C2_6 alkynylene, optionally substituted 
With one or more substituents Q. In certain embodiments, L is 
C3_7 cycloalkylene, optionally substituted With one or more 
substituents Q. 

In certain embodiments, L is iXi, Wherein X is as 
de?ned herein. In certain embodiments, L is 40*. In cer 
tain embodiments, L is 4C(O)i. In certain embodiments, L 
is iC(O)Oi. In certain embodiments, L is 4OC(O)i. In 
certain embodiments, L is 4OC(O)Oi. In certain embodi 
ments, L is iC(O)NRl4i, wherein R14 is as de?ned herein. 
In certain embodiments, L is iC(:NR14)NRl5i, Wherein 
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R14 and R15 are each as de?ned herein. In certain embodi 
ments, L is iNRMi, wherein R14 is as de?ned herein. In 
certain embodiments, L is iNRHC(O)i, wherein R14 is as 
de?ned herein. In certain embodiments, L is iNRl4C(O) 
NRlsi, wherein R14 and R15 are each as de?ned herein. In 
certain embodiments, L is iNRHC(O)NR15 )i, wherein 
R14 and R15 are each as de?ned herein. In certain embodi 

ments, L is iNR14C(:NRl5)NRl6i, Wherein R14, R15, 
and R16 are each as de?ned herein. In certain embodiments, L 
is iNRMS(O)ki, wherein R14 and k are each as de?ned 
herein. In certain embodiments, L is iNRl4S(O)kNR15i, 
Wherein k, R14, and R15 are each as de?ned herein. In certain 
embodiments, L is iS(O)ki, Wherein k is as de?ned herein. 
In certain embodiments, L is iS(O)kNR14i, wherein R14 
and k are each as de?ned herein. In certain embodiments, L is 
iP(O)(OR14)i, wherein R14 is as de?ned herein. In certain 
embodiments, L is iOP(O)(ORl4), wherein R14 is as de?ned 
herein. 

In certain embodiments, each R14 and R15 is independently 
hydrogen; C1_6 alkyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, 
or heterocyclyl, each optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
each R14 and R15 is independently hydrogen; Cl_6 alkyl, or 
C3_7 cycloalkyl, each optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
R14 and R15 are hydrogen. 

In certain embodiments, R3’ is hydrogen. In certain 
embodiments, R5’ is hydrogen. In certain embodiments, R3’ 
and R5 v are hydrogen. In certain embodiments, R5 v is methoxy. 

In certain embodiments, R6’ is hydrogen, hydroxyl, cyano, 
or halo; C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, 
C(_l4 aryl, heteroaryl, or heterocyclyl, each optionally substi 
tuted With one or more substituents Q as described herein; or 

iOR“, Wherein R“ is C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, 
C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. 

In certain embodiments, R6’ is halo or ‘ORG, Wherein R“ 
is as de?ned herein. In certain embodiments, R6’ is 40R“, 
Wherein R“ is as de?ned herein. In certain embodiments, R“ is 
C1_6 alkyl, C3_7 cycloalkyl, or C6_l4 aryl, each optionally sub 
stituted With one or more substituents Q as described herein. 

In certain embodiments, R“ is C1_6 alkyl or C3_7 cycloalkyl, 
each optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R6’ is methoxy. In 
certain embodiments, R6’ is halo. In certain embodiments, R6’ 
is chloro. In certain embodiments, R6’ is ?uoro. In certain 
embodiments, R6’ is hydrogen. 

In certain embodiments, R7’ is hydrogen, hydroxyl, cyano, 
or halo; C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, 
C6_l4 aryl, heteroaryl, or heterocyclyl, each optionally substi 
tuted With one or more substituents Q as described herein; or 

iOR“, Wherein R“ is C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, 
C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. 

In certain embodiments, R7’ is halo or ‘ORG, Wherein R“ 
is as de?ned herein. In certain embodiments, R7’ is 40R“, 
Wherein R“ is as de?ned herein. In certain embodiments, R“ is 
C1_6 alkyl, C3_7 cycloalkyl, or C6_l4 aryl, each optionally sub 
stituted With one or more substituents Q as described herein. 

In certain embodiments, R“ is C1_6 alkyl or C3_7 cycloalkyl, 
each optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R7’ is methoxy. In 
certain embodiments, R7’ is halo. In certain embodiments, R7’ 
is chloro. In certain embodiments, R7’ is ?uoro. In certain 
embodiments, R7’ is hydrogen. 
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24 
In certain embodiments, R6’ is iOR“ and R7’ is hydrogen, 

Wherein R“ is as de?ned herein. In certain embodiments, R6’ 
is methoxy and R7’ is hydrogen. 

In certain embodiments, R6’ is hydrogen and R7’ is 40R“, 
Wherein R“ is as de?ned herein. In certain embodiments, R6’ 
is hydrogen and R7’ is methoxy. 

In certain embodiments, R8’ is hydrogen, hydroxyl, cyano, 
or halo; C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, 
C6_ 14 aryl, heteroaryl, or heterocyclyl, each optionally substi 
tuted With one or more substituents Q as described herein; or 

‘ORG, Wherein R“ is C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, 
C6_l4 aryl, C3_7 cycloalkyl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R8’ is hydrogen, 
halo, or C1_6 alkyl, optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
R8’ is hydrogen. 

In certain embodiments, R8’ is halo. In certain embodi 
ments, R8’ is ?uoro. In certain embodiments, R8’ is chloro. In 
certain embodiments, R8’ is bromo. In certain embodiments, 
R8’ is iodo. 

In certain embodiments, R8’ is C1_6 alkyl, optionally sub 
stituted With one or more substituents Q as described herein. 

In certain embodiments, R8’ is methyl. 
In certain embodiments, R5 is hydrogen or methoxy; R6’ is 

hydrogen or methoxy; R7’ is hydrogen, chloro, or methoxy; 
and R8’ is hydrogen, chloro, ?uoro, bromo, or methyl. In 
certain embodiments, R5’ is methoxy, and R7’ is ?uoro. In 
certain embodiments, R6’ is methoxy, and R7’ is chloro. In 
certain embodiments, R6’ is methoxy, and R7’ is methyl. In 
certain embodiments, R7’ is methoxy, and R8’ is ?uoro. In 
certain embodiments, R7' is methoxy, and R8' is chloro. In 
certain embodiments, R7’ is methoxy, and R8’ is bromo. In 
certain embodiments, R7’ is methoxy, and R8’ is methyl. 

In certain embodiments, R1’ is hydrogen. 
In certain embodiments, Q1 is 40*. 
In certain embodiments, Q1 is iN(Rl7)i, wherein R17 is 

as de?ned herein. In one embodiment, R17 is hydrogen; C1_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, 
heteroaryl, or heterocyclyl, each optionally substituted With 
one or more substituents Q as described herein. In another 

embodiment, R17 is hydrogen; C l_6 alkyl, or C3_7 cycloalkyl, 
each optionally substituted With one or more substituents Q as 
described herein. In yet another embodiment, R1 7 is hydrogen 
or C1_6 alkyl, optionally substituted With one or more sub 
stituents Q as described herein. In yet another embodiment, 
R17 is hydrogen. In yet another embodiment, R17 is C l_6 alkyl, 
optionally substituted With one or more substituents Q as 
described herein. In still another embodiment, R17 is methyl. 

In certain embodiments, Q1 is 4C(Rl8R19)i, wherein 
R18 and R19 are each as de?ned herein. In one embodiment, 
R18 and R19 are each independently hydrogen; C1_6 alkyl, or 
C3_7 cycloalkyl, each optionally substituted With one or more 
substituents Q as described herein. In another embodiment, 
R18 is hydrogen. In yet another embodiment, R19 is hydrogen. 
In yet another embodiment, R18 and R19 are hydrogen. In 
another embodiment, R18 is C1_6 alkyl, optionally substituted 
With one or more substituents Q as described herein. In yet 
another embodiment, R19 is C1_6 alkyl, optionally substituted 
With one or more substituents Q as described herein. In still 
another embodiment, R18 and R19 are each independently 
C1_6 alkyl, optionally substituted With one or more substitu 
ents Q as described herein. 

In certain embodiments, Q1 is 4C(Rl8R19)i, wherein 
R18 and R19 together With the C atom to Which they are 
attached form cycloalkyl, optionally substituted With one or 
more substituents Q as described herein. 
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In certain embodiments, Q1 is 4CRl7(NRl8R19)i, 
wherein R17, R18, and R19 are each as de?ned herein. In one 
embodiment, R17 and R18 are each independently hydrogen; 
C1_6 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein. In another 

embodiment, R17 is hydrogen or C1_6 alkyl, optionally sub 
stituted With one or more substituents Q as described herein. 

In yet another embodiment, R17 is hydrogen. In yet another 
embodiment, R17 is Cl_6 alkyl, optionally substituted With 
one or more sub stituents Q as described herein. In yet another 
embodiment, R1 7 is methyl. In one embodiment, R1 8 is hydro 
gen or C1_6 alkyl, optionally substituted With one or more 
substituents Q as described herein. In yet another embodi 
ment, R18 is hydrogen. In yet another embodiment, R1 8 is C l_6 
alkyl, optionally substituted With one or more substituents Q 
as described herein. In yet another embodiment, R18 is 
methyl. In yet another embodiment, R17 and l 8 are hydrogen. 

In certain embodiments, R19 is hydrogen, iC(O)R2O, 
iC(O)OR2O, 4C(O)NR2IR22, or 4C(:NRZO)NR2IR22, 
Wherein R20, R21, and R22 are each as de?ned herein. In 
certain embodiments, R19 is hydrogen. In certain embodi 
ments, R19 is iC(O)R2O, wherein R20 is as de?ned herein. In 
certain embodiments, R19 is 4C(O)NR2IR22, Wherein R21 
and R22 are each as de?ned herein. In certain embodiments, 
R19 is 4C(:NR2O)NR2lR22, Wherein R20, R21, and R21 are 
each as de?ned herein. In certain embodiments, R21 and R22 
together With the N atom to Which they are attached form 
heterocyclyl, optionally substituted With one or more sub 
stituents Q as described herein. 

In certain embodiments, R19 is iC(O)OR2O, wherein R20 
is de?ned herein. In one embodiment, R20 is C1_6 alkyl, C3_7 
cycloalkyl, C6_ 14 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. In yet another embodiment, R20 is C1_6 
alkyl, optionally substituted With one or more substituents Q 
as described herein. In yet another embodiment, R20 is t-bu 
tyl. In yet another embodiment, R20 is C6_l4 aryl, optionally 
substituted With one or more substituents Q as described 

herein. In still another embodiment, R20 is benZyl. 
In certain embodiments, R18 and R19 together With the N 

atom to Which they are attached form heterocyclyl, optionally 
substituted With one or more substituents Q as described 
herein. 

In certain embodiments, R5 is 40H. 
In certain embodiments, R5 is iNRsRg, Wherein R8 and 

R9 are as de?ned herein. In certain embodiments, R8 and R9 
together With the N atom to Which they are attached form 
heterocyclyl, optionally substituted With one or more sub 
stituents Q as described herein. 

In certain embodiments, R5 is iNHS(O)kR8, Wherein R8 
and k are each as de?ned herein. In certain embodiments, R8 
is C1_6 alkyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, hetero 
cyclyl, or C1_6 alkyl-C3_7 cycloalkylene, each optionally sub 
stituted With one or more substituents Q as described herein; 

or iCHzNRsaRsb, %HR8cCHR8dNR8“R8b, or 
iCH2CRSCRSdNRSGRSb, Wherein R8“, R81’, R8”, and Rsd are 
each as de?ned herein. 

In certain embodiments, R8 is C1_6 alkyl, C3_7 cycloalkyl, 
C6_l4 aryl, heteroaryl, heterocyclyl, or C1_6 alkyl-C3_7 
cycloalkylene, each optionally substituted With one or more 
substituents Q as described herein; or 4CH2NRSGRSZ’, 
iCHRscCHRsdNRsaRsb, or iCHzCRscRsdNRsaRsb, 
Wherein R8“, R81’, R8”, and Rsd are each as de?ned herein. In 
certain embodiments, R8 is C1_6 alkyl, optionally substituted 
With one or more substituents Q as described herein. In cer 

tain embodiments, R8 is methyl. In certain embodiments, R8 
is C3_7 cycloalkyl, optionally substituted With one or more 
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substituents Q as described herein. In certain embodiments, 
R8 is cyclopropyl, l-methylcyclopropyl, l-ethynylcyclopro 
pyl, cyclobutyl, cyclopentyl, or cyclohexyl. In certain 
embodiments, R8 is C6_ 14 aryl, optionally substituted With one 
or more substituents Q as described herein. In certain embodi 
ments, R8 is heteroaryl, optionally substituted With one or 
more substituents Q as described herein. In certain embodi 
ments, R8 is heterocyclyl, optionally substituted With one or 
more substituents Q as described herein. 

In certain embodiments, R8 is iCHZNRSGRSb, Wherein 
R8“ and R81’ are each as de?ned herein. In certain embodi 
ments, R8 is 4CHRSCCHRSdNRSGRSb, Wherein R8“, R81’, 
R86, and Rsd are each as de?ned herein. In certain embodi 
ments, R8 is 4CH2CRSCRSdNRSGRSb, Wherein R8“, R81’, R8”, 
and Rsd are each as de?ned herein. 

In certain embodiments, R8 has the structure of 

R, 

Wherein R' is hydrogen; C l_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, 
C3_7 cycloalkyl, C6_l4 aryl, halogen, heteroaryl, or heterocy 
clyl, each optionally substituted With one or more substituents 
Q as described herein. In one embodiment, R' is C1_6 alkyl. In 
another embodiment, R' is hydrogen. In yet another embodi 
ment, R' is methyl. In yet another embodiment, R' is C2_6 
alkynyl. In still another embodiment, R' is ethynyl. 

Thus, When R5 is iNHS(O)2R8, R5 has the structure of 

R, 

J4 
Wherein R' is as de?ned herein. In one embodiment, R' is C1_6 
alkyl. In another embodiment, R' is hydrogen. In yet another 
embodiment, R' is methyl. In yet another embodiment, R' is 
C2_6 alkynyl. In still another embodiment, R' is ethynyl. 

In certain embodiments, R8“ is hydrogen; C1_6 alkyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R8“ is hydrogen; 
C 16 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein. In certain 

embodiments, R8“ is hydrogen. In certain embodiments, R8“ 
is C1_6 alkyl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R8“ is 
methyl. In certain embodiments, R8“ is C3_7 cycloalkyl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R8“ is C6_l4 aryl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R8“ is heteroaryl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R8“ is heterocy 
clyl, optionally substituted With one or more substituents Q as 
described herein. 

In certain embodiments, Rsb is hydrogen; Cl_6 alkyl, C2_6 
alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, 
or heterocyclyl, each optionally substituted With one or more 

substituents Q as described herein; or iS(O)kRl1, iS(O)k 
NRURU, %(O)Rll, %(O)ORU, %(O)NRURI2, or 
4C(:NR1 l)NR12Rl3, wherein R1 1, R12, R13, and k are each 
as de?ned herein. In certain embodiments, Rsb is hydrogen; 
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C1_6 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein; or 4C(O) 
R1 1, 4C(O)ORI 1, or 4C(O)NRI lR12, wherein R11 and R12 
are each as de?ned herein. In certain embodiments, R81’ is 
hydrogen. In certain embodiments, Rsb is C1_6 alkyl, option 
ally substituted With one or more substituents Q as described 
herein. In certain embodiments, Rsb is methyl, ethyl, or iso 
propyl. In certain embodiments, R81’ is C3_7 cycloalkyl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R81’ is C6_l4 aryl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, Rsb is phenyl, 
optionally substituted With one or more substituents Q. In 
certain embodiments, Rsb is C6_l4 aryl-Cl_6 alkylene, each 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, Rsb is benZyl. In 
certain embodiments, R81’ is 4C(O)Rll, wherein R11 is as 
de?ned herein. In certain embodiments, R81’ is 4C(O)Rll, 
and R11 is C1_6 alkyl, optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
Rsb is acetyl. In certain embodiments, Rsb is 4C(O)ORU, 
wherein R1 l is as de?ned herein. In certain embodiments, R81’ 
is iC(O)ORll, and R11 is Cl_6 alkyl, optionally substituted 
With one or more substituents Q as described herein. In cer 

tain embodiments, Rsb is iC(O)O-t-butyl (Boc). In certain 
embodiments, Rsb is 4C(O)NR11Rl2, wherein R11 and R12 
are each as de?ned herein. 

In certain embodiments, R86 is hydrogen; Cl_6 alkyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R86 is hydrogen; 
C 16 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein. In certain 

embodiments, R86 is hydrogen. In certain embodiments, R86 
is C l_6 alkyl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R86 is 
methyl. In certain embodiments, R86 is C3_7 cycloalkyl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R86 is C6_l4 aryl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R86 is heteroaryl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R86 is heterocy 
clyl, optionally substituted With one or more substituents Q as 
described herein. 

In certain embodiments, Rsd is hydrogen; C1_6 alkyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, Rsd is hydrogen; 
C1_6 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein. In certain 

embodiments, Rsd is hydrogen. In certain embodiments, Rsd 
is C1_6 alkyl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, Rsd is 
methyl. In certain embodiments, Rsd is C3_7 cycloalkyl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, Rsd is C6_l4 aryl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, Rsd is heteroaryl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, Rsd is heterocy 
clyl, optionally substituted With one or more substituents Q as 
described herein. 

In certain embodiments, R30 is C1_6 alkyl, C3_7 cycloalkyl, 
C6_l4 aryl, heteroaryl, heterocyclyl, or C1_6 all<yl-C3_7 
cycloalkylene, each optionally substituted With one or more 
substituents Q as described herein; or 4CHZNR3OGR3OZ’, 
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4CHR3OcCHR3OdNR3OaR3Ob, Or 
4CH2CR3OCR3OdNR3OGR3Ob, Wherein R30“, R301’, R3Od, and 
R3Od are each as de?ned herein. In certain embodiments, R30 
is C1_6 alkyl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R30 is 
methyl. In certain embodiments, R30 is C3_7 cycloalkyl, 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R3 O is cyclopropyl, 
l-methylcyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl. 
In certain embodiments, R30 is C6_l4 aryl, optionally substi 
tuted With one or more substituents Q as described herein. In 

certain embodiments, R30 is heteroaryl, optionally substi 
tuted With one or more substituents Q as described herein. In 
certain embodiments, R30 is heterocyclyl, optionally substi 
tuted With one or more substituents Q as described herein. 

In certain embodiments, R30 is iCHZNR3OGR3Ob, Wherein 
R30“ and R30!’ are each as de?ned herein. In certain embodi 

ments, R30 is 4CH2CR3OCR3OdNR3OGR3Ob, Wherein R30“, 
R301’, R30”, and R3Od are each as de?ned herein. In certain 
embodiments, R3 O is 4CHR3 OCCHR3 OdNR3o‘lR3 Ob, Wherein 
R30“, R301’, R30”, and R3Od are each as de?ned herein. 

In certain embodiments, R30 has the structure of 

R, 

Wherein R' is hydrogen; C 16 alkyl, C2_6 alkenyl, C2_6 alky 
nyl, C6_l4 aryl, C3_7 cycloalkyl, heteroaryl, or heterocyclyl, 
each optionally substituted With one or more substituents Q as 
described herein. In one embodiment, R' is Cl_6 alkyl. In 
another embodiment, R' is hydrogen. In yet another embodi 
ment, R' is methyl. In yet another embodiment, R' is C2_6 
alkynyl. In still another embodiment, R' is ethynyl. 

In certain embodiments, R30“ is hydrogen; C1_6 alkyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 
described herein. In certain embodiments, R30“ is hydrogen; 
C1_6 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein. In certain 

embodiments, R30“ is hydrogen. In certain embodiments, 
R30“ is C1_6 alkyl, optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
R30“ is methyl. In certain embodiments, R30“ is C3_7 
cycloalkyl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R30“ is 
C6_l4 aryl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R30“ is 
heteroaryl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R30“ is 
heterocyclyl, optionally substituted With one or more sub 
stituents Q as described herein. 

In certain embodiments, R30!’ is hydrogen; C1_6 alkyl, C2_6 
alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, 
or heterocyclyl, each optionally substituted With one or more 

substituents Q as described herein; or iS(O)kRl1, iS(O)k 
NRllRlz, 4C(O)Rll, 4C(O)ORU, 4C(O)NRURI2, or 
4C(:NR1 l)NRl2Rl3, wherein R1 1, R12, R13, and k are each 
as de?ned herein. In certain embodiments, R30!’ is hydrogen; 
C1_6 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein; or 4C(O) 
R11, 4C(O)ORU, or 4C(O)NRI lR12, wherein R1 l and R12 
are each as de?ned herein. In certain embodiments, R30!’ is 
hydrogen. In certain embodiments, R30!’ is C1_6 alkyl, option 
ally substituted With one or more substituents Q as described 
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herein. In certain embodiments, R30!’ is methyl, ethyl, or 
isopropyl. In certain embodiments, R30!’ is C3_7 cycloalkyl, 
optionally substituted With one or more substituents Q as 

described herein. In certain embodiments, R30!’ is C6_l4 aryl, 
optionally substituted With one or more substituents Q as 

described herein. In certain embodiments, R30!’ is phenyl, 
optionally substituted With one or more substituents Q. In 
certain embodiments, R30!’ is C6_l4 aryl-Cl_6 alkylene, each 
optionally substituted With one or more substituents Q as 

described herein. In certain embodiments, R30!’ is benZyl. In 
certain embodiments, R30!’ is iC(O)R11, wherein R11 is as 
de?ned herein. In certain embodiments, R30!’ is 4C(O)Rll, 
and R11 is C1_6 alkyl, optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
R30!’ is acetyl. In certain embodiments, R30!’ is 4C(O)ORU, 
wherein R11 is as de?ned herein. In certain embodiments, 
R30!’ is 4C(O)ORI 1, and R11 is Cl_6 alkyl, optionally substi 
tuted With one or more substituents Q as described herein. In 

certain embodiments, R30!’ is iC(O)O-t-butyl (Boc). In cer 
tain embodiments, R30!’ is iC(O)NR1 lR12, wherein R1 1 and 
R12 are each as de?ned herein. 

In certain embodiments, R306 is hydrogen; C1_6 alkyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 

described herein. In certain embodiments, R30” is hydrogen; 
C l_6 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein. In certain 

embodiments, R30” is hydrogen. In certain embodiments, 
R306 is Cl_6 alkyl, optionally substituted With one or more 

substituents Q as described herein. In certain embodiments, 

R30” is methyl. In certain embodiments, R30” is C3_7 
cycloalkyl, optionally substituted With one or more substitu 

ents Q as described herein. In certain embodiments, R30” is 

C6_l4 aryl, optionally substituted With one or more substitu 

ents Q as described herein. In certain embodiments, R30” is 

heteroaryl, optionally substituted With one or more substitu 

ents Q as described herein. In certain embodiments, R306 is 

heterocyclyl, optionally substituted With one or more sub 

stituents Q as described herein. 

In certain embodiments, R3Od is hydrogen; C1_6 alkyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q as 

described herein. In certain embodiments, R3Od is hydrogen; 
C1_6 alkyl, or C3_7 cycloalkyl, each optionally substituted With 
one or more substituents Q as described herein. In certain 

embodiments, R3Od is hydrogen. In certain embodiments, 
R3Od is C1_6 alkyl, optionally substituted With one or more 
substituents Q as described herein. In certain embodiments, 
R3Od is methyl. In certain embodiments, R3Od is C3_7 
cycloalkyl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R3Od is 
C6_l4 aryl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R3Od is 
heteroaryl, optionally substituted With one or more substitu 
ents Q as described herein. In certain embodiments, R3Od is 
heterocyclyl, optionally substituted With one or more sub 
stituents Q as described herein. 

In certain embodiments, k is 1. In certain embodiments, k 
is 2. 

In certain embodiments, Z is CR3 '. In certain embodiments, 
Z is CH. In certain embodiments, Z is N. 
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In one embodiment, provided herein is a compound of 

Formula (IX): 

wherein R17, R30, R2’, R5’, R6’, R7’, R8’, L, and n are each as 
de?ned herein; and Z is CH or N. In one embodiment, L is 
40*. In another embodiment, R17 is Cl_6 alkyl. In yet 
another embodiment, R17 is methyl. In yet another embodi 
ment, R17 is Cl_6 alkyl and L is iOi. In still another 
embodiment, R17 is methyl and L is iOi. 

In yet another embodiment, provided herein is a compound 
of Formula (X): (X) 

Wherein R18, R19, R30, R2’, R5’, R6’, R7’, R8’, L, and n are each 
as de?ned herein; and Z is CH or N. In one embodiment, L is 
40*. In another embodiment, R18 is hydrogen. In yet 
another embodiment, R18 is hydrogen and L is iOi. 

In one embodiment, provided herein is the compound of 
Formula IX or X, Wherein 

each R17 is independently hydrogen, C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl; 

each R30 is independently C1_6 alkyl, C2_6 alkenyl, C2_6 
alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, heterocyclyl, 
or C1_6 all<yl-C3_7 cycloalkylene, each optionally substituted 
With one or more substituents Q; or 4CH2NR3OGR3OZ’, 
4CHR3OcNR3OaR3Ob, iCHR3OcCHR3OdNR3OaR3Ob, Or 
%IH2CR3°”R3°dNR3°“R3°b, Wherein: 

each R30“, R30”, and R3Od is independently hydrogen; C1_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
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aryl, heteroaryl, heterocyclyl, or C6_l4 aryl-Cl_6 alky 
lene, each optionally substituted With one or more sub 
stituents Q; and 

each R30!’ is independently hydrogen; C1_6 alkyl, C2_6 alk 
enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl, each optionally substituted With 
one or more substituents Q; iS(O)kRl1, iS(O)k 
NRURIZ, 4C(O)Rll, iC(O)ORll, iC(O)NRl1R12, 
or 4C(:NRI3)NRURI2; Wherein each R11, R12, and 
R13 is independently hydrogen; C1_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or 
more substituents Q; or R1 l and R12 together With the N 
atom to Which they are attached form heterocyclyl, 
optionally substituted With one or more substituents Q; 
or 

R30“ and R301’ together With the N atom to Which they are 
attached form heterocyclyl or heteroaryl, each option 
ally substituted With one or more substituents Q; 

each R2’, R5’, R6’, R7’, and R8’ is independently: 
hydrogen, halo, cyano, tri?uoromethyl, or nitro; 
Cl_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 

aryl, heteroaryl, or heterocyclyl, each optionally substi 
tuted With one or more substituents Q; or 

%(O)R“, iC(O)OR“, iC(O)NRbRC, %(NR“)NRb 
RC, 40R“, iOC(O)R“, iOC(O)OR“, iOC(O)NRb 
RC, 4OC(:NR“)NRZ’RC, OS(O)R”, 4OS(O)2R”, 
4OS(O)NRZ’RC, iOS(O)2NRbRC, iNRbRC, NRaC 
(O)Rb, iNR“C(O)ORb, NR“C(O)NRbRc, iNRaC 
(:NRd)NRbRC, iNR“S(O)Rb, iNR“S(O)2Rb, 
iNR“S(O)NRbRC, iNR“S(O)2NRbRc, iSR“, 
iS(O)R“, or iS(O)2R“; Wherein each R“, Rb, RC, and 
Rd is independently hydrogen; Cl_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or 
more substituents Q as described herein; or Rb and RC 
together With the N atom to Which they are attached form 
heterocyclyl, optionally substituted With one or more 
substituents Q; 

each L is independently a bond, Cl_6 alkylene, C3_7 
cycloalkylene, C2_6 alkenylene, C2_6 alkynylene, X, or 
i(CR6“R6b)PXi; Wherein p is an integer of l, 2, or 3; R6“ 
and R61’ are each independently hydrogen, halo, cyano, 
hydroxyl, or alkoxy; and X is iOi, 4C(O)i, 4C(O) 
Oi, 4OC(O)Oi, iC(O)NRl4i, 4C(:NRl4)NRl5i, 
iNRMi, iNR14C(O)NRl5i, iNRl4C(NRl5)NRl6i, 
iNRl4S(O)kNRi, iS(O)ki, iS(O)kNRl4i, iP(O) 
ORHi, or iOP(O)ORl4i Where each R14, R15, and R1 6 is 
independently hydrogen, Cl_6 alkyl, C2_6 alkenyl, C2_6 alky 
nyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 

each Z is independently CH or N; and 
each n is independently an integer of 0, l, 2, 3, 4, or 5. 
In another embodiment, provided herein is the compound 

of Formula IX or X, Wherein: 
each R17 is independently hydrogen, C1_6 alkyl, C3_7 

cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 
each R30 is independently C1_6 alkyl, C3_7 cycloalkyl, C6_ 14 

aryl, heteroaryl, heterocyclyl, or C1_6 all<yl-C3_7 cycloalky 
lene, each optionally substituted With one or more substitu 

ents Q; or iCH2NR3oaR3ob, iCHR3ocNR3oaR3ob, 
iCHR30cCHR30dNR30aR30b’ or 
iCHZCR3OCR3OdNR3ObR3Ob, Wherein: 

each R30“, R30”, and R3Od is independently hydrogen; C l_6 
alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 
aryl, heteroaryl, heterocyclyl, or C6_l4 aryl-Cl_6 alky 
lene, each optionally substituted With one or more sub 
stituents Q; and 
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each R30!’ is independently hydrogen; C1_6 alkyl, C2_6 alk 

enyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, het 
eroaryl, or heterocyclyl, each optionally substituted With 
one or more substituents Q; iS(O)kRl1, iS(O)k 
NRURIZ, 4C(O)R1l, 4C(O)ORU, iC(O)NRllRl2, 
or 4C(:NRI3)NRURI2; Wherein each R11, R12, and 
R13 is independently hydrogen; Cl_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or 
more substituents Q; or R1 l and R12 together With the N 
atom to Which they are attached form heterocyclyl, 
optionally substituted With one or more substituents Q; 
or 

R30“ and R301’ together With the N atom to Which they are 
attached form heterocyclyl or heteroaryl, each option 
ally substituted With one or more substituents Q; 

each R2’, R5’, R6’, R7’, and R8’ is independently: 
hydrogen, halo, cyano, tri?uoromethyl, or nitro; 
C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 

aryl, heteroaryl, or heterocyclyl, each optionally substi 
tuted With one or more substituents Q; or 

iC(O)R“, iC(O)OR“, %(O)NRZ’RC, %(NR“)NRb 
RC, 40R“, 4OC(O)R“, iOC(O)OR“, iOC(O)NRb 
RC, iOC(:NR“)NRbRC, iOS(O)R“, iOS(O)2R“, 
ws(o)NRbRi ws(o)2NRbRi iNRbRC, iNRaC 
(O)Rb, iNR“C(O)ORb, iNR“C(O)NR“Rc, iNRaC 
(:NRd)NRbRC, iNR“S(O)Rb, iNR“S(O)2Rb, 
iNR“S(O)NRbRC, iNR“S(O)2NRbRC, iSR“, 
iS(O)R“, or iS(O)2R“; Wherein each R“, Rb, RC, and 
Rd is independently hydrogen; Cl_6 alkyl, C2_6 alkenyl, 
C2_6 alkynyl, C3_7 cycloalkyl, C6_l4 aryl, heteroaryl, or 
heterocyclyl, each optionally substituted With one or 
more substituents Q as described herein; or Rb and R” 
together With the N atom to Which they are attached form 
heterocyclyl, optionally substituted With one or more 
substituents Q; 

each L is independently a bond, X, or i(CR6“R6b)PXi; 
Wherein p is an integer of l, 2, or 3; R6“ and R61’ are each 
independently hydrogen or halo; and X is iOi, 4C(O)i, 

iS(O)kNRl4i, Where each R14, R15, and R16 is indepen 
dently hydrogen, C1_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 

each Z is independently CH or N; and 
each n is independently an integer of l, 2, 3, 4, or 5. 
In yet another embodiment, provided herein is the com 

pound of Formula IX or X, Wherein: 
each R17 is independently hydrogen, C1_6 alkyl, C3_7 

cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl; 
each R30 is independently C1_6 alkyl, C3_7 cycloalkyl, C6_ 14 

aryl, or C1_6 alkyl-C3_7 cycloalkylene, each optionally substi 
tuted With one or more substituents Q; 

each R2’ is independently C6_ 1 4 aryl, heteroaryl, or hetero 
cyclyl, each optionally substituted With one or more substitu 
ents Q; 

each R5’, R6’, R7’, and R8’ is independently hydrogen, halo, 
cyano, methanesulfonamido, C1_6 alkyl, or C3_7 cycloalkyl, 
each optionally substituted With one or more substituents Q; 
or ‘ORG, Wherein each R“ is independently C 16 alkyl, C3_7 
cycloalkyl, C6_l4 aryl, heteroaryl, or heterocyclyl, each 
optionally substituted With one or more substituents Q; 

each L is independently a bond, X, or i(CR6“R6b)PXi; 
Wherein p is an integer of l, 2, or 3; R6“ and R61’ are each 
independently hydrogen or halo; and X is iOi, 4C(O)i, 
%(O)Oi, A)C(O)Oi, iC(O)NRl4i, iC(:NRl4) 






























































































































































































































